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REMARKS 

Ciai.:i)s I, 2 and 4-20 are pending m the instanr ^;ppl icat ion , 
Ciaii:i'i 1, 2 -rind 4-2 0 have been rejected. C:laj.:r.;=; 15-2 0 hnvo beDcn 
Crinc'E-'lod . Claims 1, 11 and I'd have.-; been amended. No new matter 
has been added by these amendments. Reconsideration is 

rc:;spccL I ul ly requested In light of these amendments and the 
following r cnia r ks , 

I. Rejection of Ciaiius Under 35 U.S.C. 112, First Paragraph 

Claim-i 15-20 have been rejected under 35 U.S.C. 112^ tirst 
paragraph, a3 coriLaininy subject matter which was not dci;cribed i,n 
Lhe sped ca t- i on in :^uch a way nts Lo enable one skilled in the art 
to wh:.oh it pertains, or with which it: is uiost nearly connected, to 
make and/or uiuj Lhe invention commem-ura t e in scope with these 
claims. 'Vhp. Examiner isuggcsLs that the specification, while being 
enabling for Inhibition of MTP in cells in culture via anti.t?cnse 
comoounds, is noL enabling for i ri vivo useii oi ^ine claimed 
^ir:^j.^;cnse coiroocnd :5 - ':^he Examiner ci::ci^ i^evcral orz'cl.es on ihe 
lecnncloqy oi an^isense to support tn-- posil_-on -eg^rdirc 
e^itrapolat ion Lo In vivo and charmaceut ica- u^^^:^^ • Api^licanis 
re.-pect fully t r^'ver^^o Lhis rej ecti on . 
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Applicants disagree with tne Examiner' :i suggcivLion that the 
citiecl leleiOiicci support the position that application of antisense 
-in vivo as a pha nna ceuf i. ca 1 i.t^ unpredictable. 

The hLvami nt=ir has pointed to three articles on the technology 
of antisen.^e oligonucleotides to support the view that antisense 
tCriCh noiogy is uiir::redic Lable . Howcvtir, when oriG rcad^ e^ich oi Lhetie 
p^ipor.^ a.'-j a wiiolt^^ as required under MPEP 2141.02^ these refGrencci; 
ac/:ualiy teach the potential usefulness of this class of drugs in 
huiaanis , an d mo re i mpo r t a n 1 1 y fa x 1 to p ro v i d e any reasonable basis 
to doubt the pharmacological activity observed in cells in the 
intiLdnL invcnLioii would also occur in cells in ariliiiais and humans. 

The paper by Jon and Gewirtz (2 000) is a review paper on the 
cvolur.ion of technology to suppress qene expressi.on^ including 
an::isense technology, and its use in human disease. Nowhere does 
this paper teach or suggest that antisense coinpourids identified 
from wel 1 -designed in vitro studies would be inherently 
unpredictable when used in vivo. 

The paper by Aqr.-:wal (1?9G^, ±f. an older p^^per on _hc^ 
develop:;ient of antisense coropojnds. Nowhere does th's popf:r t-f:ach 
cr iiugcei't ehat antisense coiapounds identified iro::i well-designed 
: n V 1 r. :-: r. u d i e s would be i.. n h e r e n 1. 1 y i: : i p x o: d i c L a b i c when used in 
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The paper by Branch (1998) LoachtJi> Lht: need to develop 
aatiseiise molecules based on sound dai^ii and careful .screening, such 
a5 is presented ±n Ihc instant specification. Nowhere does the 
paper istate that extrapolation I roin In vitro data to in vivo 
clfecti- 1.3 unpred j.ctabl e. 

However, in an earnest effort to advance the proisecution of 
r.h"i Cri;^e^ Applicants have amended claim 15 and canceied claims 16- 
f with Applicanti5 reserving the right to file a continuing 
appiication directed to this subject matter. Therefore, withdrawal 
ol Lhc rejection is requested, 

II, Rejection of Claims Under 35 U.S,C, 103(a) 

Claims? 1, 2 and 4-15 have been rejected under 35 U,S,C, 103(a) 
as bejnq unpatentable over Wetterau et al. (US PaLcnL 5,595,872) 
^.eiooen et al, (200C), Benae". L oL al. (US Patent 5,998, 148), and 
Baracnhi.ni et al, (US Patent b,80l,lb4). TIic Examiner suggests it 
woald have been prima facie obvious for one of ordinary skill to 
::ia,'<L'.j an L ii.*L\rnic oligonuclect ides as clarhred becaus-^ 'A^tterau et a*, 
and :-^eiSsen et al- disclose tne use ot an ti sense o : Igonuc^. eot ices 
.o inhloi^ expression cl niicrosoir.ai t ric:iyccr idc transfer proiein 
1 n c ells, v; h i 1 e R a r a c c: *"i in' e t a 1 , 6 3 e " ri e r t. e L a 1 , t e c h z ^: e 
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m o 1 1 V L o ci L o make the claimed i n v e n t \ o n 3 i n c e t '"i e f: r i o r a r t h a s 
t ajLjl'iL Lho ciGi^irability of u.sinq ant i, sense zo inhibit microsomal 
Lrigiyceride transfer protein and iiilcroi^omcil Lriqlyccride tronsfer 



t. r s V e r .t; e I h i s x' e j e c L 1 o n . 

At- Ine 0utL>ct, Applicants have amended claim 1, and by 
dependency claims 2-20, to identify specific reqions within the 
,i'c^]uoncc of microsomal tr i g1 ycer i..be transfer proLC-n oi SEQ ID NO: 
3 thar .^re to be targeted by antiscnyo compound.'i: . Triese regions 
ar^, tautjhi: in ttie speclIicdLion as lilc^d al page^ 8b-87. 

U^:: Patent 5, 595,8 /2 (WoLLcraa ct al . ) difscloses nucleic acid 
eei'juenvces encoding the hicfh molecular weight subi^ni.t of microsomal 
triglyceride transfer protein as well as expression vectors 
containing said nucleic acids. Additionally claimed are naclcoliidc 
sequences fully coniplcrderiLary Lo Lho microsomal triglycer idcr> 
transfer protein sequencer. Generally described are methods using 
antisei'ise „or ^ho reduction of m.icrosomal tr iqlycer i de r.ransfer 
p r; < ; :. o i r : o x n r ii r- i. c n in cell s . H o w e v e ^ , n o here ^n C) e s t h is p a t e t 
teacn or s;:qqest anti sense ccmponnds t^rgeteo to regions wit^.:.:^ 
n i.j r.: J e i c -.-i .L f ri o o c ii 1 c is> o t SEQ 1 D K 0 : 'i e n c o d i n c m. i c r o 5 o ma _ 
n r c 1 y ce r i d e t r a r'; s f e r o r o t e i . 



orot e 1 ri 



been linked to disGUiic. 



Applicants respectfully 
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i-^ei.ssen er. al. (2C00) is an abstract only. Tnis ^ib^LracL 
discloses the use ot ant i sense compoiinds tarcer^F?d tc mouf^e 
inicroso:-Lil Lriclycorido trdnslcji proLein for inhibitiori of qene 
expression and as potential hypocholes tcrol ciuic aqonL-j . Nowhere 
doe.s this abstract teacri or L^uygci^L u.^jc o£ dii Li sense CGfiipound:=: 
tarqeted to human inicrosomal triglyceride Lransicr protein of SRQ 
ID NO: 3. 

BerineLL al. (US PdLonL 5,998, 148) disclose the mse of 

antlsen.se compounds to inhibit Gxprcssion of human microtubu le- 
asoociated protein A. Nowhere docs thlLs paLenL Leach or si]qqe:^t 
.HHti sense compounds targeted to specific regions ot human 
rnicrosomol triglyceride transfer protein of SEQ ID NO: 3. 

Baraccnini cL al. {US Pabeni: 5,801,1^4) disclose teaches 
methods of modifying antisensc ol Igonudeot ices to enhance 
octi.vi.ty- However, nowhere does this patent toacii or suggest 
ant'i sense ol i qonucl eot.i des 8 to 50 nucleobai^cti in length targeted 
Lo nuiTisn ^^^^ crosom-= ! triglyceride transfer protci:: oi SZQ I J NO: 3 
IS cic;l:::cd, or any region of human microsome: t^- :g\ yceride crL:nslcr 
f- v-o~eT nor :TF:Q :," i) :^0: :^ . 

lo establish a priirni fciciG cu.srj of obviousness, three basic 
cr- j:\eria must be met. XPE? 2143. First:, there must be some 



Received frofn < 8568101454 > at 1/16/03 9:45:38 AM [Eastern Standard Time] 



01/16/03 THU 10:50 FAX 8568 



'454 



LAW OFFICES 




gl012 



A:.Lorricy Doc>e: No.; 
Invcn^rors : 
Sor iCi L No , : 
ri 1 1 nq iJar.e : 



ISPH-0591 

Crooke and Graham 



09/917,963 
July 30, 2001 




Lhc Kriowleago generally available r.o one of ordinary skill in the 
art, to modiiy tho rcierence or to combinfi ref<=ir.i=inc:e. teachings. 
Second, tnere must be a reasonable expect a L 1 or"i of. success. 
Firirfiliy, the prior art mist, r.each or suggest ail clciim limitation?. 
Clearly, Lhe coitibina L'.lon of prior art cited fails t:o teach or 
suggest Liic liuii cations of the claims as amended, which clai. rn 
a n t i f-u-Mi s e compounds targeted to speci-fic regions o± human, 
laicrosoioal triglyceride transfer protein of 3EQ ID MO: 3, and thus 
cannot render Lhe instant claimed invention obvious. Withdrawal 
of this rejecLlon is therefore respectfully rcquesto^d, 

III. Conclusion 

Applicants believe that the foregoing comprises a full and 
complete resipon.se to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
claims IS earnestly solicited. 
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Ar.t.achcd hereto is a marked-up vei-sion of the changes made zo 
Lhe cldiiiis by the current amendment. The attached page is 
capt loned ^^ VERSIQN WITH MARKINGS TO SHOW CHAN Ggg MAng , 

Respectfully ii^ubmlLLed, 

Jane iy:assey Licata 

Rec i St ra t i on Nn . 3 2,257 

Da I: e ; J auuairv 16, 2003 

Licatci Sc Tyrrell P.C. 
66 E. Main Stz-eet 
Marlton, New Jersey 08053 

[856) 810-1515 
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VERSI ON WITH MARKINGS TO SHOW CHANGES M &D£ 
In the Cla ims: 

Ci-.-i-.Ti^; ]^-2Q have been canceled] - 

^■._^;:Jrr.^■. "i , 11 and 15 have been arnerided a^f I-dIIow-s: 

I. (r.wicft iimcnded ) A compound 8 r.o 5 0 nucleobases in length 
tarqotea to r 5 ^ -unlransi a^q-I region. starL C Qdrm — rgqion , — a 
rodnng ror^^on, a stop codon region, or a 3 V -nnt ransla t:.e d region of 
a nuclei o .Mcid molecule of GEO ID MC)_^ encoding imm^ micro. soma! 
r.riyiyc-r] oe tran^ier protein -^S^^^^-' N^^^^^/ v;herein said compound 
sp-ciii.j^:illy hybrxdizcs with one of _ 5aid regi on^ and inhibits the 
e>:pre:^^io:^ of human microsomal triglyceride Lransrer proLeln, 

II. ;arncnded) A cc-;poand S to jO nuci eobaifGi; in ^ ength which 
:=:pe-if ic:iny hybridizes wlrh at lea^n an S -nucl ecba:5c portion oi dn 
active t3i.e on a nucleic acid molecule of SrO ID NQ:^^ encoding 
hun^n;- nicroso^el triglyceride transfer proLcin, v/hercir: . ;?aid acLlv j^ 
si te ii^jt ed i n Table 1 , 

l-.,^ {,:n-en-ed) A method ol mnicitinc the expiCoSion o_ hL-n.an 
n;ic :-o^om.;- Lri qlyo^rido transfer p-crcm cells or tis-u.--; 

■:orori5ing conracting Sold cells or tis-ues i :^ vitro with the 
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:oji,pourid of c^aim 1 so Lhat expres:slon of human microsom^il 
:ric;iyceride tranisi-cr pror.ein is inhibH.ed. 



Received from < 8568101454 > at 1l16i'03 9:45:38 AM [Eastern Standard Time] 



